). The other anions had only small effects on R fluorescence at 527 nm (data not shown), demonstrating that emission at 527 nm was induced via FRET from at this supraphysiological concentration (Table 1) . Clomeleon was insensitive to the cation listed in Table 1 , CFP to YFP.
The ratio of fluorescence emission of the YFP acexcept for Cd 2ϩ , which potentiated the fluorescence ratio 2.5-fold. Hence, among these ions, only Cl Ϫ is likely ceptor to that of the CFP donor (R ϭ F 527 /F 485 ) depended on the concentration of potassium chloride in the soluto interact with Clomeleon inside cells. Because the fluorescence of YFP is known to be tion ( Figure 1C ). This ratio decreased from 2.45 Ϯ 0.37 (mean Ϯ SEM, three different protein preparations) in strongly dependent on pH (Tsien, 1998), we investigated whether H ϩ influences the interaction of Clomeleon with water to 0.55 Ϯ 0.06 in the presence of 500 mM potassium chloride ( Figure 1C Figure  1F ). Half-maximal reduction in R occurred at ‫061ف‬ mM, 2C). The influence of protons on the Cl Ϫ sensitivity of Clomeleon caused the IC 50 for Cl Ϫ to shift 10-fold for a and R was saturated at [Cl Ϫ ] higher than 500 mM. We have named this Cl Ϫ indicator Clomeleon, an allusion to pH change of one unit ( Figure 2D ). As a result, if Clomeleon were calibrated at pH 7. of the Cl Ϫ transients also correlated with the distance from the soma, with [Cl Ϫ ] i returning to baseline slowest in the distant dendritic region. Thus, activation of somatic GABA A receptor channels can create dendritic Cl Ϫ transients that outlast the initial current response. These changes in [Cl Ϫ ] i are of sufficient magnitude to transiently shift the equilibrium potential for chloride (E Cl ); for example, a rise in [Cl Ϫ ] i from 10 mM to 30 mM will shift E Cl from Ϫ68 mV to Ϫ33 mV. For a neuron with a resting potential of Ϫ60 mV, such a change in E Cl will cause a GABAergic synaptic input to switch from inhibitory to excitatory. Thus, we conclude that activation of GABA receptors can produce shifts in E Cl that can affect Figure 5B ). Further, this low affinity could also make Clomeleon useful for measuring extracellular 
